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. ,f NO period for reply is spedfied above ^ to become ABANDONED (35 US.C. § 133). 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 Responsive to communication(s) filed on 05 March 2002 . 
2a)D This action is FINAL. 2b)E This action is non-final. 

3) D Since this application is in condition for allowance except for formal I matters prosecutor , as to the ments ,s 
' closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 . 453 O.G. 213. 

Disposition of Claims 

4) 03 Claim(s) 25-28 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) IEl Claim(s) 25^8 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) Q Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

I ojQ The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
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application from the International Bureau (PCT Rule 17.2(a)). 

* See the attached detailed Office action for a list of the certified copies not received. 
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Attachment(s) 

^ „ . iDTn ftQ9 , 4) □ Interview Summary (PTO-413) Paper No(s). . 

1) g Notice of References Cted PTO-892) Ratent App|ication (PTO-152) 

2\ n Notice of Drattsperson's Patent Drawing Review (PTO-948) lj ™ 

3) H n Disdosure Statements) (PTO-1449, Paper No,s) 1 . 6) B Other: Seg^ce error report . 



U ^o!STRev d M-*01°r O""* ACti0 " SUmmary ^ °' PaPSr N °' U 



Page 2 

Application/Control Number: 09/922,067 
Art Unit: 1652 

DETAILED ACTION 

Claims 25-28 are currently pending in this application. 

Priority 

Acknowledgment is made of applicant's claim for foreign priority under 35 

U.S.C. 119(a)-(d). Drawings 

Drawings submitted in this application are accepted by the Examiner for examination 

purposes only. 

Sequence Compliance 
Applicant is required to comply with the sequence rules by inserting the sequence 
identification numbers of all sequences recited within the claims and/or specification.. It is 
particularly noted that applicants fail to provide SEQ ID NO to short amino acid sequences 
recited in pages 13 and 15. Apphcants attention is also drawn to the Sequence Error report 
enclosed herewith. See particularly 37 CFR 1.821(d). 

Claim Objections 

Claim 1 is objected to because of the following informalities: Claim 1 recites an 
abbreviation "sn-2" Examiner requests that applicants provide the specific expansion for the 
abbreviation. Appropriate correction is required. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

specification sha.l conclude with one or more claims particular* pointing out and distinct* Casing the 
subject matter which the applicant regards as his invention. 
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Claims 25 and claims 26-27 which depend therefrom are rejected under 35 U.S.C. 112, 
secondp^asbeingindefmiteforfamngtoparticularlypoM 

enzyme". The metes and bounds of the term "active" in the above phrase is not clear to the 
Examiner. It is not clear to the Examiner as to under what conditions applicants consider the 
enzymetobe active and howmuch activity is considered by the applicants to label the enzyme 
as "active enzyme". A perusal of the specification did not provide a specific definition for the 
above phrase thus rendering the claims indefinite. 

Claims 25 and claims 26-27 which depend therefrom are rejected under 35 U.S.C. 1 12, 
secondparagraph, as being indefinue for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. Above claims recite the phrase "enzyme 
apoprotein associated" which is highly confusing. Examiner suggests deletion of the term 

"enzyme" in the above phrase. 

Claim 26 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
fauing topartrcularlypoint out and distinct* claim the subject matter which appUcant regards as 
the invention. Claim 26 recites the phrase "comprising at least one feature selected from the 
following SEQ ID NO: 1, 2, 4, 10 or 11". It is not clear to the Examiner as to what is considered 

by the applicants as a "feature" in a sequence of amino acid, It is not clear to the Examiner as 
whether applicants are claiming "at least one sequence" from among the group of SEQ ID NO:. 
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Furthermore tf apphcants are addressing the group of SEQ ID NO, then the group should be 
inclusive of all the SEQ ID NO, i.e., should be recited as "SEQ ID NO:l , 2, 4, 10 and 1 1" 

Claim 27 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly pomt out and distinctly claim the subject matter winch applicant regards as 
the invention. Claim 27 recites the phrase "or fragment thereof having lipoprotein associated 
phospholipase A2 activity". It is not clear to the Examiner as to whether this phrase applies to 
the encoded amino acid sequence or to the nucleotide sequence SEQ ID NO:9. 

Claim 28 is rejected under 35 U.S.C. 1 1 2, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. Claim 28 recites the phrase "nucleic acids 929 to 1018 of SEQ ID NO:9". It is 
not clear to the Examiner as to what applicants mean by the above phrase. It appears applicants 
mea nt to recite "nucleotides 929 to 1018 of SEQ ID NO:9". If this is so amending the claim 
accordingly would overcome this rejection. 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 
thespeciftcattonsh^^ 

contemplated by the inventor of carrying out his mventton. 

Claims 25-28 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, while 
being enabling for a lipoprotein associated phospholipase A2 (LPA-PLA2) having a molecular 
weight of from about 45-50 kDa and comprising amino acid sequence encoded by SEQ ID 
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N0 :9, does not reasonably provide enablement for any or a., such LPA-PLA2 from any or all 
sources including polypeptides comprising fragments, variants, mutants and recombinants. The 
specification does not enable any person skilled in the art to which it pertams, or with which it is 
most nearly connected, to make the invention commensurate in scope with these claims. 

Factors to be considered in determining whether undue experimentation is required, are 
summarized in In re Wands (858 F.2d 731, 8 USPQ 2nd 1400 (Fed. Cir. 1988)) as follows: (1) 
the quantity of experimentation necessary, (2) the amount of direction or guidance presented, (3) 
the presence or absence of working examples, (4) the nature of the invention, (5) the state of the 
prior art, (6) the relative skill of those in the art, (7) the predictability or unpredictability of the 

art, and (8) the breadth of the claim(s). 

Claim 25-28 are so broad as to encompass any LPA-PLA2 from any or all sources and 
enzymes comprising fragments. The scope of the claims is not commensurate with the 
enablement provided by the disclosure with regard to the extremely large number of LPA-PLA2s 
broadly encompassed by the claims. Since the amino acid sequence of a protein determines its 
structural and functional properties, predictability of which changes can be tolerated in a 
protein's amino acid sequence and obtain the desired activity requires a knowledge of and 
guidance with regard to which amino acids in the protein's sequence, if any, are tolerant of 
modification and which are conserved (i.e. expectedly intolerant to modification), and detailed 
knowledge of the ways in which the proteins' structure relates to its function. However, in this 
case the disclosure is limited to the nucleotide and encoded amino acid sequence of only a single 
LPA-PLA2. It would require undue experimentation of the skilled artisan to make and use the 
claimed polypeptides. The specification is limited to teaching the making of and use of the 
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ammo 
reg; 
to 



acid sequence encoded by SEQ ID NO:9 as a LPA-PLA2but provides no guidance with 
; ard to the making of enzymes comprising the fragments, variants and mutants or with regard 
other uses. In view of the great breadth of the claim, amount of experimentation required to 
make the claimed polypeptides, the lack of guidance, working examples, and unpredictability of 
the art in predicting function of a polypeptide primary structure (e.g., see Ngo et al. in The 
Protein Folding Problem and Tertiary Structure Prediction, 1994, Merz et al. (ed.) ( Birkhauser, 
Boston, MA, pp. 433 and 492-495, Ref: U, Form-892), the claimed invention would require 
undue experimentation. As such, the specification fails to teach one of ordinary skill how to use 
the full scope of the polypeptides encompassed by this claim. 

While recombinant and mutagenesis techniques are known, it is not routine in the art to 
screen for multiple substitutions or multiple modifications, as encompassed by the mstant claims, 
and the positions withm a protein's sequence where amino acid modifications can be made with a 
reasonable expectation of success in obtaining the desired activity/utility are limited in any 
protein and the result of such modifications is unpredictable. In addition, one skilled in the art 
would expect anytolerance to modification foragiven protein to diminish with each further and 
additional modification, e.g. multiple substitutions. 

The specification does not support the broad scope of the claims which encompass all 
modifications and fragments of any LPA-PLA2 because the specification does not establish: (A) 
a rational and predictable scheme for isolating or purifying any LPA-PLA2 with an expectation 
of obtaining the desired biological function (B) regions of the protein structure which may be 
modified without effecting its activity; (C) the general tolerance of LPA-PLA2s to modification 
and extent of such tolerance; (D) a rational and predictable scheme for modifying any LPA- 
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PLA2 amino acid residue with an expectation of obtaining the desired biological function; and 
(E) the spectfcation provides insufficient guidance as to which of the essentially infinite possible 

choices is likely to be successful. 

Thus, applicants have not provided sufficient guidance to enable one of ordinary skill in 
the art to make and use the claimed invention in a manner reasonably correlated with the scope 
of the clauns broadly including all or any LPA-PLA2 as stated above. The scope of the claims 
must bear a reasonable correlation with the scope of enablement (In re Fisher, 166 USPQ 19 24 
(CCPA 1970)). Without sufficient guidance, determination of LPA-PLA2 having the desired 
biological characteristics is unpredictable and the experimentation left to those skilled in the art 

is unnecessarily, and improperly, extensive and undue. See In re Wands 858 F.2d 731, 8 

USPQ2nd 1400 (Fed. Cir, 1988). 

Claim 25 is rejected under 35 U.S.C. 112, first paragraph, as containing subject matter 
which was not described in the specification in such a way as to reasonably convey to one skUled 
in the relevant art that the inventors), at the time the application was filed, had possession of the 

claimed invention. 

Claim 25 is directed to LPA-PLA2 polypeptides from all sources. Claim 25 is rejected 
under this section of 35 USC 1 12 because the claim is directed to a genus of polypeptides 
including modified polypeptide sequences, modified by at least one of deletion, addition, 
insertion and substitution of an amino acid residue in and fragments that have not been disclosed 
in the specification. No description has been provided of all the polypeptide sequences 
encompassed by the claim. No information, beyond the characterization of partial amino acid 
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sequences has been provided by applicants which would indicate that they had possession of the 
claimed genus of modified polypeptides. The specification does not contain any disclosure of 
the structure of all the polypeptide sequences, including fragments and variants within the scope 
of the claimed genus. The genus of polypeptides claimed is a large variable genus including 
peptides which can have a wide variety of structures. Therefore many structurally unrelated 
polypeptides are encompassed within the scope of these claims. The specification discloses only 
few species of the claimed genus which is insufficient to put one of skill in the art in possession 
of the attributes and features of all species within the claimed genus. Therefore, one skilled in 
the art cannot reasonably conclude that applicant had possession of the claimed invention at the 

time the instant application was filed. 

Applicant is referred to the revised guidelines concerning compliance with the written 
description requirement of U.S.C. 112, first paragraph, published in the Official Gazette and also 

available at www.uspto.gov . 

Claims 26-28 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject matter 
which was not described in the specification in such a way as to reasonably convey to one skilled 
in the relevant art that the inventor(s), at the time the application was filed, had possession of the 

claimed invention. 

These claims are directed to a genus of polypeptides having acetylhydrolase activity and 
comprising amino acids of SEQ ID NO:l, 2, 4, 10 or amino acids encoded by fragments of SEQ 
ID NO:9 such as nucleotides 929-1018. The specification does not contain any disclosure of the 
structure of all polypeptide sequences included in the claimed genera. The genus of 
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p. ly pepttd=s claimed is . I~ variable with the p— * * >-*. « «*" 
sutures. Therefore, man, st—lly disrinc. NM* - — — """" 
of the* claims. The specification closes only » single species of* « <•» <'*• 
p .,yp^„d«encod e cb,S E QIDNO : 9,wM t h i sin s uf C c i «. l .op«.o»cof Sl cill i ..he».i~ 

possession of the attributes and features of all species within the claimed genus. A sufficient 
* descripticn of, genus of polypeptides may he achieved h, a Nation of a rep— 
number of polypeptides defined hy full science - . — «— — " 

members of the genus, wftfeh feature, constitute a substantia. P»t*>. * * • ™ 
^ited — fe^re of the genus (i.e., polypeptides comprising fragments such a, SEQ ID 
NO 1, 2, 4, 10 or that encoded by fragments of SEQ ID NO:9) does not constitute a substantial 
portion.fthegenusastheremamderofthes^^ 

activity is comply undefined and the specification does no, define the —in g s— 
featuresnecessaryformembcofthegenustobeseleeted. Wore, one stilled in the art 

the instant application was filed. 

Applicant is referred to the revised guidelines concerning compliance with the written 
description rcui— 0 f US.C. , U. «« paraph, published in the Offie.a, Gazette and also 

available at www.uspto.gov. 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
bas 1S for the rejections under this section made in this Office action: 
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A person shall be entitled to a patent unless - 

Claims 25-28 are rejected under 35 U.S.C. 102(b) as being anticipated by Steinbrecher et al. (J. 
Lipid Res., 1989, Vol. 30(3) :305-315) or Stremler KE et al. (J. Biol. Chem., 1989, Vol. 
264(10:533 1-5334). This rejection is based upon the public availability of printed publication, 
Claims 25-28 of the instant application are drawn to a lipoprotein associated phospholipase A2 
that is at least 95% pure, wherein said enzyme is capable of hydrolyzing the sn-2 ester of a 
modified phosphatidylcholine, wherein said polypeptide has a molecular weight of 45-50 kDa, 
and compnses amino acid sequence of SEQ ID NO:l, 2, 4, 10 or 1 1, wherein said polypeptide 
is encoded by SEQ ID NO:9 or nucleotides 929-1018 of SEQ ID NO:9. It should be noted that 
said enzyme is also called as PAF-acetylhydrolase in the art. Stremler et al. and Steinbrecher et 
al. disclose an identical enzyme with similar characteristics called as PAF-acetylhydrolase. 
However, the references do not provide the amino acid sequence or the nucleotide sequence 
encoding »d enzyme. Based on the activity and the source of the enzyme, Examiner takes the 
position that amino acid sequences are inherent characteristics and therefore the enzyme in the 
reference and the instant enzyme claimed are one and the same. Thus Steinbrecher et al. and 
Stremler et al. anticipate claims 25-28 as written. 

Since the Office does not have the facilities for examining and comparing applicants' 
protein with the protein of the prior art, the burden is on the applicant to show a novel or 
unobvious difference between the claimed product and the product of the prior art (i.e., that the 
. protein of the prior art does not possess the same material structural and functional 
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1977) and In re Fitzgerald et al., 205 USPQ 594. 



Double Patenting 

ground*! in public policy a po hey ? te d so » , »«, «, pieve » t possible 

application. See 37 CFR 1 . 1 30(b). rf ^ may sign a termlIla i 

CFR 3.73(b). 

Claims 25-28 are rejected under the judicially created doctrine of obviousness-type 
double patenting as being unpatentable over claims 1-3 of U.S. Patent No.5981252. An 
obviousness-type^^ 

^^^^^^^^^^^^^^ 

ref erence clam, See, ,,,Inre Berg, 140 F.3d 1428,46 USPQ2d 1226 (Fed. Ci, 1998);^ 
Goodman, 11 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi 759 F.2d 887,225 
USPQ 645 (Fed. Cir. 1985). Although the conflicting claims are not identical, they are not 
patentably distinct from each other. Claims 25-28 of the instant application and claims 1-3 of the 
reference patent are both directed to acetyl hydro.ase having an amino acid sequence SEQ ID 
NO:l, 2, 4, 10, 1! or fragments encodedby SEQ ID NO:9. Among all the polypeptides claimed 
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in the instant application and in the reference patent a good number are identical to one another. 
The portion of the specification (and the claims) in the reference patent that supports the recited 
amino acid sequences includes several embodiments (amino acid sequences ) that wou.d 
anticipate the polypeptides claimed in claims 25-28 herein. Claims of the instant application 
Usted above cannot be considered patentably distinct over claims 1-3 of the reference patent 
when there is specifically recited embodiment that would anticipate mainly claims 25-28 of the 
instant application. Alternatively, claims 25-28 cannot be considered patentably distinct over 
claims 1-3 of the reference patent when there is specifically disclosed embodiment in the 
reference patent that supports claims 1-3 of that patent and falls within the scope of claims 25-28 
herein because it would have been obvious to one having ordinary skill in the art to modify 
claims 1-3 of the reference by selecting a specifically disclosed embodiment that supports those 
claims. One of ordinary skill in the art would have been motivated to do this because that 
embodiment is disclosed as being a preferred embodiment within claims 1-3 of the reference 
patent. Therefore the claims in the reference patent either anticipate or in the alternative render 
item prima facie obvious to one of ordinary skill in the art. 

Conclusion 

None of the claims are allowable. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Manjunath N. Rao, Ph.D. whose telephone number is 703-306- 
•5681 . The examiner can normally be reached on 7.30 a.m. to 4.00 p.m.. 
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for Ieguta - *■ *»- — — 

* «-* » — - — U 70! ' 306 "° ,% ' 




Manjunath N. Rao 
May 21, 2003 



